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TI Preparation of heteroaryl 
IN Wood, Jill E . ; Wild, Hannr 

Oaringal, Yolanda; Dally, 
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SO U.S. , 30 pp. 

OODEN: USXXAM 
DC Patent 
LA English 
FAN. CUT 1 

PATENT NO. 



PI 



COPYPI3HT 2 001 ACS 



aryl ureas as raf kinase inhibitors 
; Rogers, Daniel H . ; Lyons, John; Katz, Michael; 
Robert; Lee, Wendy; Smith, Roger A.; Blum, Cheri 
Bayer Corporation 



KIND DATE 
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AB The title heteroaryl aryl ureas, useful in treating tumors 

mediated by raf kinase (no data), were prepd. E.g., a multi-step 
synthesis of the urea I was given. The title compds . such as I are 
effective at 0.01-200 mg/kg/day. 

IT 216589-90-1P 

PL: PAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU ■ Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of heteroaryl aryl ureas as raf kinase inhibitors) 
IT 216589-90-1P 

PL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of heteroaryl aryl ureas as raf kinase inhibitors) 
Btl 116589-90-1 HCAPLUS 

CN 2-Thicphenecarboxylic acid, 5- (1, 1-dimethylethyl ) -3- [ [ [ (5-methyl-2- 

thiazclyl) amino] carbonyl] amino]-, methyl ester (9CI) (CA INDEX NAME) 
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PE.CNC 3 6 
PE 

(1) Acker; US 44 37 87 8 1 ?84 HCAPLUS 

(2) Aldrich; US 4009847 1977 HCAPLUS 
( :i) Anon; CP 54-32468 1^79 HCAPLUS 

(4) Anon; C'E 33058 66 1934 HCAPLUS 

(5) Ancn; WO 93,:4458 1993 HCAPLUS 

ALL CETATIC:NS AVAILABLE IN THE RE FORMAT 

L26 ANSWER 2 OF 8 HCAPLUS COPYRIGHT 2001 ACS 
AN 2000 : 314 68 P HCAPLUS 
UN 132:334455 

TI 2-Ureidoth-i azole derivatives, process for their preparation, and their use 
■is antitumor agents 

IN Pevarello, Paolo; Amici, Raffaella; Traquandi, Gabri.ella; Villa, Manuela; 

Vulpetti, Anna; Isacchi, Antonella 
PA Pharmacia t. Upjohn S.p.A., Italy v 
SO PCT Int. Appl., 9 5 pp. 

OODEN: P IXXD2 
DT Patent 
LA English 
FAN. C NT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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AB The t.itle 2 -ureido-1 , 3-t h; azcTe derive. I and th-cr pharmaceut ica Ily 

acceptable salts are disclosed [wherein P. = nalo, nitre, ■ un ) substituted 
,mino, Cl-t alky:., C3-6 cyoloaikyl, aryl, oi arylcilkyl; PI = 
. un; :-Mjbst t-ured Cl-6 alkyl, 3- to 6 -numbered carbocycle or 5- to 
7-menbered heterocyclo, aryl, arylcarbi. nyi, :-r arylalkyl; P2 - H, straight 
■ ■r brancfna CL-4 al<yl, C2-4 aikenyl, «.-r alkynyl; or MF1F2 = 
;uri)L-ub?t:tuted # optionally benzo-oond^m-ed r bridged 5- to 7-membered 
neterocyole, ?r 9- to 1 ] -numbered jpiro-heteE ocyolej . The compds . are 
ictive aj -dk/cyolin inhibitors, ana aie useful for treating cell 
proliferative disorders aseocd. with an altered -ell dependent 
kinase a:tivit;y. The proliferative disorders include 
cancer ano a wide variety :>f other condi t ions , such as Al zheimer 1 s ^ 
iiseuse, viral iiife:t:,.ons ( autoimmune diseases, and neurcdegenerative 
:isorders. Over 230 invent ic n compds . are i?; aimed and/cr prepd. in 
■-xainpl.es. For .-nstance, react.i</:i of PL isooyana';<> with 
._-amino-5-r,ro:nj-I, 3-t:iiazoIe hydrot ron. do in the presence of St3N gave 
title comfi:;. I [ H = Pr, PI = Ph, R.' - ii]. The similarly prepd. title 
-ompd. I [?. = iso-Pr, Rl - 3 , 3-dimvtny ,;.pheny 1 , R2 = HI inhibited 
-dk2/;yeLin A corplex iri vitro witn sri IC50 of 0.36 .rnu.M. 
IT 267431-26-5, d- (3- 1 so:: rcpyl-1 , :■- th :azol-2-y 1 j -N ' - ; 2- 
nit r :-i:fie;ny 1 ) urea 
PL: POT (F-^actant) 

(.waiting material; p r--pn . of u t e id-: thia z :le denvs. as 
antitumor agents) 
IT 267429-35-6P, M - ( 5 - 1 :r : propyl- 1, j-thiar^.G.-2-y I ;-N*-(4- 

:.it r .■phenyl urea 267429-43-6P, :i- ( '■- I j-.-propy 1-1, J-thiarol .-2-yl ) - 
- ( '-.-rut! ■ .phenyl )ure-, 267429-47-0P, :i- ( 3-1 i- opropyl-1 , 3-1 niazol- 
1-yL; -IV - "!-anii:i<:pher.yl i urea 267431-00-5P, ::- (3- 3 -dophenyi; -W - 
■ 5-i - opioi yl-I, 3-t:hia .tol-2-yl. ) urea 

!L: BAG ( Po.ologioal activity or ef:e^t.r, except adverse;; RCT (React ant) ; 
y PI j i.^yntnetic: preparat/i on; ; THG ( ?her upeut : : use ■ ; EIOL (Biological 
otuny); PPE? { P re-para: ion : ; USE3 (:isesi 

(t.arqe: compd.; prepn . of ure idoth^izole :!e:iv:.. as antitumor 

a-4ent s ) 

IT 14954-34-8P, N- ( t-Methy- - ".. , 3-t h iaz-; d -2 -y I) -U ' -pheny ..urea 
202056-91-5P, H- ( 5-Phenyl-l, 9>-t niar.ol-2- yl ) - W - (A- , 
•hloropher.yl) ui-sa 267428-92-2P, N- 5- 1 sopropyl -I , j-thiazo I-2-yl ) - 

-pnenyl'jrrea 267428-93-3P, II- ( 3-Bromo-l, 3-: hi az d >2-y 1 } ' - 
r.henvlureEi 267428-9^1-4P, :i- ( 3-Phenyl- 1 , 3 -th : a zol -. :-yl I -II' - 
i.henyluiea 267428-95-5P, :i- ( b-Cy rlopropy 1 - 1 , 3>- 1 li i izol-2-y! -N 1 - 
nhenylurea 2 67428-96- 6P, LJ- (3-Bromo-l, 3- thi.vzol-2 -yl ) -II' - (4- 
"■-ul f .imoylf nenyl ) urea 267428-97-7P, M- ( 5 - I so: ropyl-1, 3-thiazol-2- 
yl) -ir - '.'4- sulfamoylphenyl) urea 267428-98-8P, 
U- (5- Phenyl- 1, 3-t hiazol -2-yl :■ -N ' - (4-sul ramoyl phenyl ) urea 
2 67428- 99- 9P, N- ■ 5-Cycl->propyl- 1 , 3 -thia zol -^-yl } -IV - ( 4- 
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sulfamoylpher.yl) urea 26742 9-00-5P, N- ( 5-Isopropyl- L , 3-thiazol-2- 

yl) -H' - (3-methcxyphenyl}urr^ 267429-01-6P, t: - ( 5-Bromo- 1 , 3- 

thiazcl-2-yl) -V ' - ( 3-met hoxyphenyl ) urea 267429-02-7P, 

II- (5-Pnenyl-l, 3-thiazol-2-y : ) -\V - ( 3-methoxyp:ienyl ) urea 

267429-03-8P, i:- ( 5 -Cycle pr-pyl -1 , 3-th:i azol-2 -y 1) -N ' - (3- 

nethoxyujheny: )urea 267429-04-9P, N- (5 - Isoprcpyl-l, 3-thiazol-2- 

yl) -II' -"(.J-chloropheny-l )ure, 267429-05-OP, N- ( -Bromo-l , 3-thiazol- 

L-vl} -N' - H-c:i:i orophenyl ) urea 267429-06-1P, N- ( 5-Cycloprcpyl-l, 3- 

*:hiazol-:.-yi; -i: ' - ( 4-chlc-tr = :.?henyl ) urea 267429-07-2P, 

II- 15-Isof ropvl- 1, 3-thiazo: -J-y.L) -II* - (.?-chl.>r -..phenyl) urea 

267429-08-3P~ U- (5-Bromo- 1 , ---t hiazol-2-yl ) -t:' - i 3-ehlorophenyl ) urea 

267429-09-4P, i:- (~ - Phenyl-: , 3- thiazol-2-y 1 ) -[;' - f 3- 

<-hloi<: phenyl ) ui ea 267429-10-7P, N- ( S-Cy-lopi ---pyl-1, 3-t hiazol-2- 

yl) -W - ( j-ohloi ophenyl) urea 267429-11-8P, :J- ! -Isopropyl- 1 , 3- 

r qia:^ 1-2-yl '= -U ' - ( l-oh^o r aphenyl : urea 267429-12-9P, 

::-(5-&roii:0-l, 3- thiazol-L -yl ; -II' - ^-chlorDpnenyl) urea 267429-13-0P 

t N _ , - -Phenyl 3-thiazr 1 - 1-yl j -:V - (2-:hlc r-" phenyl ) urea 

267429-14-1P, N- ( :i-Cyc;.>prof. yl -1 , }-th:uzo.l -2 -yl) -N' - J 2 - 

/h^orcphertyl; urea 267429-15-2P, tJ- ( 5 - J s< .propyl - 1 , 3 -thi azoi-2-yl ) - 

(,;. me t h ^—phenyl) urea 26742 9-1 6-3P, ::- (5-brono-l, 3-thiazol-2- 
yl; . _ h.-.xyphenyl; 267429-17-4P, h- : 5-Phenyl-l, 3- 

t'hia-c-l-i-yl: -H ' - ( 4 -met noxyf: neny 1 1 urea 267429-18-5P, 
[!- (5-Cyc.loprcpyl-l, 3-thiaz -2-yl } -N' - ( 4 -me: r.oxypnenyl ) urea 
2 67429-1 9-6P, :: - ( 1-Isoprooy 1 -1 , 3-thiaz Di -2 -y : ) -IV - ( 4 - 
hydr. -xyphenyi ) urea 267429-20-9P, N- ( r )-Bromo- 1, 3-thiazol-2-yl ) -N ' - 
!4-hyorc:-:yphenyl)urea 267429-21-0P, tl- ( :.-Pneuyl-l , 3-thiazol-2- 
yl) -M' - (4-hvdroxyprienyi) ur-ru 267429-22-1P, \ 5-Cyclopropyl- 1 , 3- 
t'hia:(l-: -y"l> -tl* - (4-hydroxyphenyl; urea 267429-23-2P, 
tl- (5-lscpropyl-l, 3-t hiazot- 1 -y 1 ) -II'- { -nydrcxyphenyl ) urea 
267429-24-3P, '.'<- ( b -Bromo- 1 , 3-t hiazol-- -yl ) -N ' - (3- 
hydr-.xypher.yl ) urea 267429-25-4P, :i- ( 5 - Phenyl -: , 3- thiazol-l-yl ) - 
IP - ( ^-hysro:-:yohenyl) are, 26742 9-26-5P, U- \ 5 -Jyclopropyl- 1 , 3- 
t hiazc 1-2-yl j -tl ' - ( 3-hydroxypheny 1 ) ure= 267429-27-6P, 
;:- (5- Isopropyl - 1 , 3-thiazol - l-yl ) -:J'- ( 1 -metn .oxyphenyl ) urea 
267429-28-7P, :\- ( 5-Brom-:,- 1 , <-t hi a ~ol -1 -yl ) -!:'- (2- 
retho:-:yphenyi) jrea 267429-29-8P, N- ( l 5- Phenyl - i , 3-t hiazol-2-yl ) - 
m - - u-rr.et ho:-:ypr.enyl ) ure j 267429-30-1P, N- { S-Oyc.lopiopyl-l, 3- 
r.hia^-,1-: -yl ;■ -:i ' - (2-rrethcxyphenyl i urea 267429-31-2P, 
[J- (5-1 sor. ropyl-1, 3-th Lazol-.-yl) -tl* - ( 2 -hydroxyphenyl ) urea 
267429-32-3P^ N- (5-Br :>ra-:-- 1 , .«-t hiazol- J-y 1 ) -tJ ' - ( 2- 
r.ydr-: :-:ypneny. ) urea 267429-33-4P, tl- ( 5-P.\er.y, - 1 , 3-t hia zol-2-yl } - 
::' - (1-hydroxypheny.) urea 267429-34-5P, ::- ( 5--:yc lof ropyl-1 , 3- 
rhia. v.l-. -yl ! -IJ ' - (2-hydrc xyphenyl : urea 267429-36-7P, 
tJ- (5-r.ronc-l, 3-thidzol-2-y. ) -W - ( * -n i ' r ■"■pheny L ) 1 irea 267429-37-8P 
, N- '■ Wneny . - 1 , 3- thi az :d - yl ) - N ' - C 4 -r. l trof. nenyl ) ure a 
267429-38-9P, :;-(5-Cycl -pnpyl-l, ^-th i.a. :»I - 2 -yl :■ -N ' - ( 4 - 
r.itrMlier.y ■ ;■ urea 267429-39-0P, h'- { 5- 1 scon: py L - 1 , 2-thiazol -2-yl ) - 
M' - (■l-an-.in^oher.yl) urea 267429-40-3P, ■ 5-Bf ^rr.o-1 , 3-thiazol-l- 
y l) -tr - ^-,iin-.n .phenyl )uiea 2 67429-41-4P, K- I l 3-Pner.yl-l , 3-thiazol- 
J . -yl ; -IV- (-l-:im:nopnenyl; ur-.j 267429-42-5P, U- ( 5-Cyclopropyl- 1 , 3- 
r hiazol-2-y-; -tl ' - ( 4 -amir.oph-.-nyl ) urea 267429-44-7P, 
:i- f5-Brorr,:.-L, 3-thiazol-.- y 1 : -IV- ( 3-ni *: r op her.y 1 ) urea 267429-45-8P 
, N- : -.-Phenyl- ] ( 3-thi azol - 1 - yl ) -N ' - ( 3-n : trcphenyl ) urea 
267429-46-9P, tJ- ( 5-Cyclopr-:-pyl-l , 3-th.azcd -J-yl ; -IV- {3- 
nit rophenyi ) .:r...-a 267429-48-1P, U- (5-Bromo-l, 3 -t ni azol-2-yl ) -II 
'3-amincohenvl : urea 267429-49-2P, N- ( 1=- Pheny 1-1 , 3-thiazol-2-yl ) - 

- ( i-ai:.ir.:o. ; ienyl)urea 267429-50-5P, M- { S -Cy z lopropyi- 1 , 3- 
r-hiaz-.l-2-y'l ;■ -W - (3-amiacc henyl '.urea 267429-51-6P, 
tl- ( c .-I:;cprooyl -1 , 3-t h la ro\ -J-yl j - N ' - ben zylu re a 267429-52^7P, 
•I- ( c -Br<-.mo-*U 3-thiaiol-^-yL J -tl ' -benzy 1 u re u 267429-53-8P, 
tl- (^-Ph^-nyl-l, H-thiazol-: -y 1 ) -N ' -benzyl area 267429-54-9P, 
tl- C^-Jy.-.lnpr :.pvl-l, 3-th ia"-"-l-.:-yl ; -M ' -benzy 1 urea 267429-55-0P, 
■I- (!- Isopropyl 1 !, 3-th iazol - .1-/1; -H'- ;pyr id- 3-yl ) urea 267429-56-1P 
, N- (3-Brono-] , 3-thiazc 1-1 - yl ;■ -W - (pyrid-3-yl ) urea 267429-57-2P, 
:J- (f -Phenyl-!, 3-thiazol-l- yl ) -N * - (pyr id-3-y 1 ) urea 267429-58-3P, 
II- (I -Cyclopropyl-1, 3-thiazul-2-yl ) -N ' - (pyri d-3-yl ) urea 
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267429-59-4P, N- ( 5-Bromo-l , 3-thiazol-2-yl ) -N' - (pyrid-4-yl ) urea 
267429-60-7P, II- C 5-Isop ropyl -1 , 3-thiazol-2-yl ) -tl ' - (pyrid-4-yl ) urea 
267429-61-8P, II- ( 5-Phenyl- 1, 3-thiazol-2-yl } -U ' - ( pyr i i-4 -y 1 } urea 
267429-62-9P, II- ( 5-Cyclopropyl-l , 3-th: azol-2 -yl ) -II 1 - (pyrid-4- 
vl)urea 267429-63-0P, II- { 5 -I sopropyl- 1 , 3-th : azol-2-y 1 ) -N ' - (pyrid- 
2-yl)urea 267429-64-1P, N- ( 5 -Brcmo-1 , 3 -thiazol-L. -yl ) -N * - (pyrrd-2- 
vDurea 267429-65-2P, V- ! 5 -Phenyl- 1 , 3- thia zo 1-2-yi ) -N ' - (pyrid-2- 
yljurea 267429-66-3P, U - ■: 5 -Cyclopropy : - 1 , 3-- ma :o 1- 2 -yl } -N ' - 
■pyrid-2-yl) urea 267429-67-4P, t:- ■ 5- I: : opr. py^-1, / -t h i azol -2-yl ; - 
IP - (benzothiophen-2-yl) urea 267429-68-5P, II- ■; 5-£ rom-: - 1 , 3-thiazol- 
2-yl ) -N ' - (benzothiopher.-2-yl ) urea 267429-69-6P, 
n _ (5-Phenyl-l, 3-thia zol -2 -yl ) -N ' - (benzozh i ophen-i -y i ) urea 
267429-70-9P, tl - ( 5- 1 sopropyl - 1 , 2 -thia :o 1-:. -y I ) ~ 

norpholir.ecarboxamide 267429-71-0P, N- ( 5- i :.;opror. y 1- 1 , 3-thiazol-2- 
y l ) -i: ' - ;4-methylphenyl ) urea 267429-72-1P, II- { 5-1 sopropy 1- 1 , 3- 
thiarol-2-yl) -II' - (3-f luoropher:yl) urea 267429-73-2P, 
II- (5- I sopropyl - 1, 3-thi a zol -2-y L ) -II ' - ( ■; -zyan-.-pher.yl ) urea 
267429-74-3P, I> ( 5-Isopropyl - 1 , 3-thia zo L-2-y L ) -11 ' - ( 3- 
oyancphenyljuroa 267429-75-4P, II- ( 5- 1 .^opropy 1- 1 , 3-t.niazol-2-yl ) - 
M ' - {'.'', 6-dimethylphenyl) urea 267429-76-5P, II- ( 5- I sopropyl- 1 , 3 - 
thiazoi-2-yl ) -IV - ( 4-f luorobenzyl } urea 267429-77- 6P, 
N- (5-1 sopropyl- 1, 3-thia zol -2-y 1 ;■ -IV - ( -:-acet ylph-nyl j urea 
267429-78-7P, II-(5-Isoi ropy.i-1, 3-th iazol -2-y 1 ) -II ' -(4- 
icetyl?h*nyl)u»ea 267429-79-8P, 3- [ ; [ i 5 - I.sopropy 1 - 1 , :-thiazol-2- 
yl) aninoj carbor.yl ] amir.-: ] benzoic acid 267429-80-1P, 
tl- (5-1 sopropyl -1, 3-thia zol -2-yl ) -H ' - ( 4 - i sopropy I pheny 1 ) urea 
267429-81-2P, '<-[[[ (5- I sopropyl -1 , 3 -thi azo L-2- 
vl) amino ' carbonyl] amino] benzamide 267429-82-3P, 
t'l-( 5- lsopropyl- 1, 3-thi j zol -2-yl ) -II' - ( 4 -metnoxybenzy : ; urea 
267429-83-4P, U- { 5-1 sopropyl - 1 , 3-thia;:ol -2-y 1 ) -II ' - ( 4- 
butylphenyl ) urea 267429-84-5P, U- ( 5-Isopropy 1- 1 , 3-thiazol-2-yl ) - 
II' - [4 - (tt. -ifluoL-omethyl } phenyl) urea 267429-85-6P, 
tl- (5-Isoprcpyl-l, 3-thia zol -3-yl ) -U ' - ( 3-bromophenyi ) urea 
267429-86-7P, I!- ( 5-1 sopropy J - 1 , 3- thia zol-2-yl ) -N '-(■!- 
oycLihexvlrhonyDurea 267429-87-8P, N-(5-:s- prop yl- \ , 3-tbiazol-2- 
yl) _ M . _ , .';-^hen-,xyphenvl : uie. : 267429-88-9P, I.- 5 - I s z pi op yl - , 3- 
tihia zol - 2-yl :■ - t; ' - ( 4 -ben zyl oxyphenyl ) ur ea 267429-89-0P, 
:i- (5-Isopropyl-l, 3-thra zol -2 -yl ■ -II' - ( ' , 5-dirr et. hy lph> _ nyl ) urea 
267429-90-3P, tl- (5-Isop fof y . -1, 3-thia zcl-2-yl ) -W - \ , 
dimer hylmhenyl ) urea 267429-91-4P, N- ( : -Isop: opyl-1, 2-thiaz ;d-2- 
yl) _ :J ._ ,:\-methoxy- [1, 1 ' -biphenyl] -4-yl - urea 267429-92-5P, 

tl- (5-Isopropyl-l, 3-thoazcl-.-yl) -3, 4- ^ihydr.,-2 ( 1 H !■ - 1 soquinol inecarboxamide 
267429-93-6P^ tl-Benzy 1- :T - ( 5- lsopropyl- 1 , 3- t. hi. a zol- J-yl ) -U- 
methviurea 267429-94-7P, P- ( 5-Isopropyl-l , 3- thi a zol - 2-yl ) 7- 
lime^hoxy-:^ 4-dihydrc-2 (Hi) -i ±o gu inol i r.ec art oxa-: de 267429-95-8P 
, N- : 5- 1 sopropyl- 1 , 3- th :azo 1- 2-yl ) -M' - ( 3- oh ! ore - 4 -n - f hylphonyl ) urea 

267429- 96-9P, II- { 5-Isopropy 1.- 1 , 3-thia zcl-2-yl) -IT - ( '^-ohloro- 6- 
:nethylphenyl ■ u> ea 267429-97-0P, N- ( 5- : soprcpyi- 1 , 3- thia zc 1 - 2-yl ) - 
tl' - {.-, 5-dimeth--xypher.yl ; urea 267429-98-1P, !!- (5 - : so:" ropyl - 1 , 3- 
thiazol-2-yl ; -U'- :3, 4 .mot hoxyphonyl ..urea 267429-99-2P, 

:i- (5 -lsopropyl- 1, 3-th ia zol-2-yi ) -IV- [..-meth- xy- 3 - -::h 1 o rophenyl ) urea 

267430- 00-2P, (S-IizOF-rcjpyl-l , 3-thia zc 1- 3- yl , -N' - ; 2- :hloro-4- 
meth )xyphenyl)urea 267430-01-3P, ri- \ 5- 1 sopr . -py] - 1 , 3 - 1 hiazo L-2- 
/l) -!]'-( 3, 5-di :hloroprv-nyl) urea 267430-02-4P, 

il- ([I, 1' -Biphenyi; -2-yl ) -IT - ( isoprc-pyl - I , -'-thiazo 1 -2-yl 1 area 

267430-03-5P, N-Ethyl-N' - '5-ioopr 3py] -1 , 3-t hiazol -2-y 1 ) -N- 

ohenyluroa 267430-04-6P, II- [4- [ [ [ ( 5- 1 s :-pr opy 1- 1 , 3-t hi.azol-2- 

yl ) amine- j carbonyl] amir.-- ] -2-me*" hoxyphenyl ] ac-tamiae 267430-05-7P, 

2- [ [ [ (5- Isoprcpyl-l, 3-* niazol-2-y 1 ) annr.o] oai bonyl ] amino] -M-phenylbenzamide 

267430-06-8P, M- (5-isor. ropyl- L, 3- thia zol- 2- yl ) -IV - [ 2- 

norpn-ili nopher.yL) urea 267430-07-9P, N-;4-[: [ ( 3-1 .:■ :pro;: yl- 1 , 3- 

•:hiazcl-2-yl ) amino] cartonyl ] amine J pht nyl ] -i;-rri-thyl ( icetam:. ie 

2 67430-08- OP, U - [2 - [ [ Z\ zlohexyl (it ethyl) amir, .. ] :t.et:iy.. ] phenyl] -IV - ( 5- 

.sor.ropyl-1, 3-thiazol-^-yl) urea 267430-09-1P, 

N- [ 3 - [ [ [ ( 5- 1 sop ropyl- 1, 3-thiaz jl-2-yl ) amino] c jrtonyl] amino] -4- 
methoxyphenyl] azetamide 267430-10-4P, II- ( 5- Is opropyl- 1 , 3-thiazol- 



r 
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2-yl) -4- [ 4-methoxyphenyl ) - 1- pipera zinecarbox amide 2 67430-1 1-5P, 

U- (3-Furylmethyl) -IV- ( 5-isopropyl-l , 3-thiazc 1-2-yl.) urea 

267430-12-6P, II- ( 4 -Fluorophenyl ; -N * - (5-isopi npyl-l, 3-thiazol-2- 

yl) urea 267430-13-7P, :i- ( 2-Kethoxybenzyl ) -W - (b- Lsopropyl - 1, 3- 

thi3Zol-2-yl) urea 267430-14-8P, N- [ 5- I^opr-jp yl-1 , 3- thiazo L-2-yl ) - 

IJ' - ■ 2- (1-methy] - lH-pyrrol-2 - yl ) ethyl ] u rea 267430-15-9P, 

II- ( 3, 4-Dj methoxybenzyl ! -N ' - ( 5-i.vcpropy ! -1 , 3- thia z al - 2-yl ; area 

267430-16-0P, II- (S-Ifopn -pyi-1, 2- th ia zol -2 -y 1: -4 -oxc - 1-phenyl- 

1,3, f'-tr : azaspi ro [4 . 5 ] deoar.e-S-earboxamide 267430-17-1P, 

II- (5-Lsor rrpyt-1, 3-thiazol -2-yl ) - 1 , 4- .iioxa -8-uzaapi ro [ 4 . 5 ] docane-8- 

rarooxannde 267430-18-2P, !J- { 5-1 sop ropy 1 -1 , 3 -t h.i a zc 1 -2 -yl ] -II ' - [ 2- 

■: l-piperidinyljethyljurea 267430-19-3P, N- ( 5 - Isopropyl-i , 3- 

♦ nd azol -2-yl- -i:'- [2- (4-m< .rpholinyl ;■ ethyl ;. urc a 267430-20-6P, 

4- 14-F lu-: ropher.yl) -H- { 5-: j .-propyl -1 , 3-thia zc. L-2-yi; -i- 

piperuz ineoarboxamide 267430-21-7P, N- ; 4- ( 4-:;nloroc nenyl ;• -3- 

►r t h y 1 - 5 - 1 s o xa 2 •.• 1 y .1 ! -I/' - ( o-i E-opropyl -1, 3 -th iu z 3 1- 2-yl \ ure.j 

267430-22-8P, 4 - | ( 4 -Fl ac ropheny ) hydroxyme thy L j -!J- ; 5-i sopropyl- 1 , 3- 

- hi azol-. -yl) -i -piperi i i riT ■.'.brboxam-i.de 267430-23-9P, 

:;- ( 3-Ft hynylphenyl ) -IJ' - ( 5- i Dpropyi-l, 3-th lazol - 2-yl ! urea 

267430-24-0P, h- I 2-Metn-xy- 3-fluorr phenyl ; -II ' - ( 3 - ifopropyl- 1 , 3- 

r hiazol-l-yl; area 267430-25-1P, II- ;5-Lsopror y 1 - 1 , 3- thia z ; 1 -2- yl ) - 

(4-oxo-l-p.perid-nyl) ure^ 267430-26-2P, II- ( 3- 
Acety ~an.i n opher.yl ) -IV- ( 3 - r.-JOpropyl-l , 3- thiaz- :> 1-2- y.l ) ur».;a 
267430-28-4P, N- r 4- [Ethyl ( .sopropyl) an. ino] phenyl ; -II' - ( 3- i sopropyl- 
1 , :--.hJa:ol-;. : - yl) urea 267430-29-5P, N - ( 1 , 3 -£enzodioxol-5-yl) -N ' - 
;5-isopr.;.py.-U 3-t hia? d1 -2- yl ) urea 267430-30-8P, 

"■-([[ ( r '-~ sop.: opyl-1, 3-thi jzol-2-yl; amino] caioonyl] .^iriino] - 1-phenyl-lH- 
pyiazcle-4-Oii-boxamide 267430-31-9P, N- ( 5- I^opn. -py L- 1 , 3--.hiar.ol- 
j-yl) -i: * - (4-r yridiny lire thy i ) urea 267430-32-0P, 

::- ''5-Ioopropyl-l , 3-tniazol -2-yl) -H ' - C -pyi aziny.l ) urea 267430-33-1P 

, II- (3-lLoprv-'pyl-l, 3-thiazol-2-yl) -N ' - (5-pherryl- 1, : , 4 -oxadiazol -2-yl ) urea 

267430-34 -2P, fl- ( 5- lsopropyl -1 , 3-t hiazol -2 -yl } - 4- (J-oxo-2, 3- 

1i hydro- IH-b-nzimidazcl-1 -yl ) - 1 -piper - dineca rboxam J de 267430-35-3P 

, U- { I, 3-3-nrcthiaz^l-6-yl ; -M ' - ( 5- isopropyl- I, 3- th : a zoi-2 -y 1 ) urea 

267430-36-4P, :J- (1 , 3-Diner hyl-lH-pyrazc l-f.-y 1 ) -II * - ■: 3-i sopropyl- 1 , 3- 

r h..azoi-1-yl , area 267430-37 -5P, N- ■ 3- Phenyl - l-m-th'/l -1 H-p yrazol- 

•: -yl ) -VV - {\-\ sopropyl- 1, 3-f:.r,iazol-2-yl ) ure a 267430-38- 6P f 

!I- i 5-I.--opr.ooyl - 1 , 3-thiazo 1 -2-yl ) -3-hyoroxy- 1 -piper i dineeirboxamide 

267430-39-7P, M- ( 5- -Iscp r ■: ryl -1 , 3 - 1 hia z :,l-i - yl ) - II ' - \ 2-met hy 1 - 1 , 3- 

di'.-xo-.-, 3-dihy-Jro- lH-isc i r,d=..l-5- yl ) urea 267430-40-0P, 

IJ- i 5-I.c-propy 1-1, 3-th:. azol -2-yl ) - 4-beriryl-l-p iperazineca rbc x amide 

267430-41-1P, N- (5-Isc pi-: pyl~U 3-thi,j.-c = l-..-yl ) -4-m-t:hyl~ 1- 

pi] lerazirie ;:arb ■■■xamide 267430-42-2P, 4 - Hydt cxy-N- (5-iscpr- >pyl-l , 3- 

f h;azol-2-yl ; - : -piper:, di neoarboxaird.de 267430-43-3P, 

d- ■: 5-I.^opr opy 1 - 1, 3-th.: azc i-^-yl ) - 3-az at-; eye.: c [ 3 . 2 . 2 ] nc-r.ane- 3 - carboxamide 
267430-44-4P^ IJ- ( ^--Isc-t-i or y ! - 1 , 3-thia ;-c; 1 -2 -yl ) -.)- (4-acet ylrhenyl) - 
l-[jipera^irie-'a:-boxamide 267430-45-5P, V>- I : . - r 5 c p ropyl - 1 , Z-'-thiazol- 
l-'/l } -4- - :;-:o-. , .• , 4 , 5- t*-t rar.ydr :■- 1H- 1 , 3-b(mro ;ji a zepine- 1 - cart oxanide 
267430-4 6- 6P, ;:- ( 1 s-r i c f y . - 1 , 3-t hia r< u -,:-y 1 ) -h ' - ( 5 , t- , 7 , 8 - 
retrahyarc-l-r:. J phthaler i yl .■ urea 267430-47-7P, 

:i- ( 4 - F he.- r. y i - . . - 1 h i a zol y 1 } - I.' ' - (5-isopr< 'pyl-x, "--thiazoi -2-y- j urea 
267430-48-8P, 4- ( 4 -Fluoi c benzoyl ) -N- ; r -isopi opy 1-1 , 3- t hiazol-2-yl ) - 

1- pif. en dir.e-'-arboxamide 267430-49-9P, IJ- ( 3- Isop: Of yl -1 , 3-thiazol- 

2- yl ;:-!)'-::, '■-■.:ihydro-l-ier 1 zof urar.-5-yi ] ure * 267430-50-2P, 

:l- ( 5-1 sc. pi <:p yl - 1 , 3-th '..azol - 3-yi ) -4- ( 2 -pyrin '. dinyl ) - 1 -[. ipera zinecarboxamide 
267430 -51 -3P, -J- ( 5 -lsopn.f y -1 , 3-t hia zol-2-yl ) -h ' - ( 1 H- inda zol- 6- 
■:1} urea 2 674 30-52-4P, U- ■ : - T sopropyl - 1 , 3--.h: azol -2-yl :■ -IV- ' 2- 
-hlcrcte-r.zyl :ur-ea 267430-53-5P, N- (5-1 sopropyl- 1,3- th : azol -2-yl ) - 

,4-d:. :-.h i.c rc benzyl ) ul va 267430-54 -6P, h- ( 5- I sc propyl -1 , 3- 
r;hia::ol-.:-yl ;-[]'-( 3-fluoi :-fc--;nzyl ) urea 267430-55-7P, 
:J- < 5-1 -I--; propyl -1, : - thia zo 2-yl ) -II ' - ( 4 -di ohlo rot enzyi } area 
267430-56-8P, U- ( c ~ Isopr y 1- 1 , 1- thiazoi- 2- yl ) -tr - (2, 4- 
diflaor- benzyl ) urea 267430-57-9P, N- (5-Isor ropyl-1 , 3-thiazol-2- 
yl) -IJ ' - ; 2 f j — -i\ rluorobenzy i ■ area 267430-58-0P, 

N- (5-Ioi'propy . -1, 3- thia z--- . - 2-yl ) -IJ 1 - (2, 6- ii rluorobenzyl ) urea 
267430-59-1P, U- ( 5- 1 sopropyl- 1, 3-t hiaz Dl-2-yl ) - IJ 1 - ( 4 -hydroxy-3- 
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methoxytenzyl) urea 267430-60-4P, N- (5-Isoprcpyl-l, 3-thiazol-2- 

yl) -tr - ! 5-methyl-2-furyl) uiea 267430-61-5P, U- ( r »-Isopropyl-l , 3- 

thiazol-2-yl ) -M ' - ( 4 -methyl 5-ul f onylbenzyl ) urea 267430-62-6P, 

U- [ CR, 2P) -2-Hydroxy-2, 3-di hydro-lH-inden- 1- yl ] -N ' - : 5-isopropyl- 1 , 3- 

thiazol-2-yl) uiea 267430-63-7P, N- ( 5-Isopi op yl- 1 , 3-thiazol-2-yl ) - 

N' - {4-chlorobenzyl) urea 267430-64-8P, N- ( S-I sopropyl-l , 3-thiazol- 

2-yl ) -U ' - (2-p vridlnylmethyl ! urea 267430-65-9P, 

II- (5-]sof ropy! -I, 3-thiazc l---yl) -tr - (3, 5 -din ethoxybmzyl ) urea 
267430-66-OP, V- ( 5-Isopropy i -1, 3-thiazol-l -yl; -V. 1 - ( 1 - 
pyridinylmethyl ) urea 267430-67-1P, N- ;5-lr.or r :>pyi-l, 3-thiazoi-; - 
yi ) _ t p - ■ H-tr . :1 joromet r.vloei.zyl) urea 267430-68-2P, 
/]- (5-IsopropyJ -1, 3-thi 3iol-..-yl) -N' - ( 3, 4, -\ r imethoxybenzyl ) urea 
267430-69-3P, t:- (5-13 jpropy 1-1 , 3-thiazol-_ -y i j -tr - U , 4- 
dimethoxybenryl ) urea 267430-70-6P, N- ■ 5-l<op ropyl-1 , 3-thia zol-2- 
yl ) -TJ ' - ( 4-dirn-t hylaminobenzyl ; urea 267430-71-7P, 
1]- (5-Isopropyi-l, 3-thiazc-l-J-yl ) -W - (2, 5-dimethoxybenzyl ) urea 
267430-72-8P, H- ( 5- Isopr opy 1 - : , 3-thiazol-2-yl ) -V. ' - (2-chioro-6- 
phenoxybenzyl )urea 267430-73-9P, II- ( S-Isop ropyl - 1, 3-thiazol-2- 
yl) -II' - ■■ i IF., 23) -2 -hydroxy-:':, 3-dihydro-lH-moen- 1 -yl] urea 
267430-74-0P, N- (5-Isor ropy 1-1, 3-t hiazc 1-2-y L ) -U'- ( .i-hydroxy-4 - 
nethylpnenyl: urea 267430-75-1P, N- ( 5- 1 sopi opyl- ". , 3-thiazol -2-yl ) - 
U' - ['-;- { lH-be:.zimidazol-2-y I ) pheny l ]urea 267430-77-3P, 
H- ( 5-Isoprc py 1- 1 , 3-thia zol- i-yl ) -II ' - { 2-me hy 1-6-quiriolinyl ) urea 
267430-78-4P, IJ- ( 5-1 sopropyl-l , 3-thiazol-2-y 1 ) -TJ' - [ 4- 
(cyanomet hyl : phenyl] are, 267430-79-5P, :I- ( 5- I sop ropyl-1 , 
rhiazol-2-yl ;■ -tr - ( 2-qu.i nol.i nyl)ur>;a 267430-80-8P, 

!I- (5-Isopropyl-l, 3-thia zol- : -yl ) -U ' - ( 1-ox---j, 3-dihy 1ro-lH-inden-5-yl ) urea 
267430-81-9P, Ij- ( 5-Isopropyl- 1 , 3-thiazol-." -yl) -tr - { 3-oxo-l , 3- 
dihydro-J-benzofuran-5-yl ) urea 267430-82-0P, 

N- (5-Isopropyl- 1, 3-tniazol-2-yl ) -tr - ( r >-oxo- f , 6, 7 , 8-tetrahydro-2- 
.uaphthalenyl) urea 267430-83-1P, Methyl 3- [ [ [ ( 5- :.sopropyl-l, 3- 
thiazol---yl) amino] carbor.yl ; amino ] -4-methylbenzoate 267430-84-2P 
, Methyl 4-[ ' [ ( 5-isopropyl- 1 , 3-thiazol-2-y 1 ! amino] curbonyl ] amino] -3- 
nethylbenzoa' e 267430-85-3P, tl- ( 5 -Isopropyl - 1 , 3 -thiazol-2-y 1 ) -II' - 
[4-(:.mid,zo [ , j -a ] pyrid m-.. -yl ) phenyl . urea 267430-86-4P, Ethyl 

[ [ [ (5-isjp: yy yl-1, 3-t rua:>: 1-2-y 1) am i.nc. i :a r bonyl ] anino ] benzoate 
267430-87-5P, f 2B } -IJ-Bonzy. - 2 - [ [ [ ( 5-isopr :-pyl-l , 3-tr.iazol-2 - 
vl ) anirf. ; car: -onyl ] amino 1 pr :•[ -anami ie 267430-88-6P, 

2-Hydroxy-5- [ [ [ ( 5-if-opj opyl -1 , 3-t:iiazoi-2 -y 1 ) ammo j carbonyl] amino] benzoic 

acid 267430-89-7P, f.-Ct^or-: -5- [ [ [ ( 5-i.s z-i r --.pyl-l , 3-thiazo 1-2 - 

vl) amino] cart ;>nyl ] amino] 1. enzoic a-:id 267430-90-0P, 

fl- (5-Isopr opyl- 1, 3-t.hia=ol- j- yl )-?!'- ( r ) -met hyl -3-isoxazolyl) ure.i 

267430-91-1P, N- (5-lsop ropy 1 - 1 , 3- thi.azcl -2-yl ) -:V - (2, 6- 

limethoxypne:-/l)urea 267430-92-2P, II- ( b - 1- opropyl-1, 3-thiazol-2- 
yD-tr-12, 3--.Umetho:-:ybe.-nzyi iurea 267430-93-3P, 
:i- (5-Is: -.propyl-i, 3-thiazol -2-yl) - ( 3, 4 -di f luorobenzyi ) urea 
267430-94-4P; tl- ( :>-Zs-:r rr py . - 1 , 3-thiazol - . .-yl ) -M ' - (2, 4- 

.limethy : pheny .1 urea 267430- 95-5P, N- ( W 5- .prcpy 1- 1 , --thiazol-2- 
yl) -tr - ■: lH-b^n.:imid,iz :■! - .-yl) urea 267430-96-6P 

267430- 97-7P 267430-98-8P 267430-99-9P, 

IJ- (5-Isopropyl-l, 3-i:hiazo:i -2-yl)-:r -[?.-[ I "- -methyl-lit-imidazol-2- 
yl ) methoxy] p.'ienyl ] urea 

267431- 01-6P, :i- (S- Isopropyl- 1, 3-th iazc.1- 2-yl )-•*'-[ i- ( 3-methoxy-l- 
propynyl.) phenyl; urea 267431 -02-7P, tI-[3- i .J- ! L'iirethy lam ino ) - 1- 
oropyny.] phenyl j -N ' - ( 5-i.sopropyl- 1 , 3-th:.azci-2-yl ) u rea 
267431-03-8P, tJ-[4- [ [ [ ( 5 -I , jpropy i - 1 , 3-thia zol- 2- 

yl) amino] carhonyl] amino] phenyl ] methanesul fonamide 267431-04-9P, 

2- [3- [ [ ; (5-Isopropyl-l, 3-tr:iazol-2-yl ) amine ] caroonyi] amino] ani lino] acetami 

■ie 267431-05-0P, N- [ 3- ! 3-Hydroxy- 1-outynyl) phenyl] -tl' - (5- • 

isopropyl-1, 3-thiazol-2-yli urea 267431-06-1P, 

:l- [ (Imi.iazo [ 1 , 2-a ] pyridin- . -y 1 ) methyl ] -U ' - ( 5 -i£ opr : pyl -1 , 3-thiazol-2- 

vl) urea 2674 31 -07-2P, .-:[[[: 5-Isopropyl-l, 3-thiazo 1-2- 

yl) amin )] care 3iiyl ] ■ 2 -propyny I ) ami no j met: hyl ] cenzenes alf Dnamide 

2 67431-08-3P, II- { lH-In'iol-6-yl) -N ' - '. 5 - i sopr opyl -1 , l-thiaz^l-2- 

yl) urea 267431-09-4P, :i- ; (IS) -2-Hydroxy- 1 -pheny let hyl ] -N ' - ( 5- 

isopropyl-1, 3-thiazol- J-yl ) urea 267431-10-7P, 
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N- (lH-Indol-5-yl) -N ' - (5-is :>propyl-l , 3-thiazol-2-yl ) urea 
267431 -11-8P, H- [ (IF) -2 -Hydroxy- 1-phenyl ethyl ] -N' - ( 5-isoprcpyl-l , 3- 
thiazol-2-yl--urea 267431-12-9P, N- ( 5-Isopropyl-l , 3-thiazol-2-yl ) - 
N' -butylurea 267431-13-0P, N- (5-Isopropyl-l, 3-t hiazol-2 -yl ) -II * - 
benzoylurea 267431-14-1P, N- ( 5-Methyl- 1 , 3-thn azol-2-yl ) -N ' - (2, 6- 
oimethylphenyl) urea 267431-15-2P, N- ( 5 -Methyl - 1 , 3-thiazol-2-yl ) - 
]]' -benzylurea 267431-16-3P, N- ( 5-Methyl- 1 , 3-t hiazoi-2-yl ) -N' - 
butylurea 267431-17-4P, N- ( 5-Methyl-l , 3-thiazol-2-yl ) -4 - 
ntrpholinecarboxamide 267431-18-5P, N- (5-Methyl-:, 3-thLazol-2- 
yl ) -IV - M-nethoxyber:zyl) urea 267431-19-6P, N- ( 5-Methyl- 1 , 3- 
fhiazoI-2-yl ) -II ' - ( 4 - f luorophenyl ■ urea 267431-20-9P, 

II- [ (l-Ethyi-2-pyrrolidinyl) methyl] -IV- (5-methyl-l, 3-thiazol-2-yl ) urea 

267431- 21-0P, N- (5-Methyl-l, 3-thiazol-2-yl ) -IJ ' - ( 5-hydroxy- 1H- 
pyrazcl-:.-yl . urea 267431-22-1P, II- ( 5-Methyl- i , 3-thiazo L-2-yl ! -N ' - 
;;--pyridmyl;urea 267431-27-6P, N-[3-[ ( [ ( 5-1 .^opropyl -1 , 3-thiazol- 
2-yl ) amino] carbonyl ■ amino] phenyl ] methanesul fonamide 267432-17-7P 

267432- 18-8P 

PL: DAC (Rioloqical activity or effector, except adverse;-; SPN (Synthetic 
preparation); 7HU (Therapeutic use); BIOL (Biological study); PREP 
; Preparation; ; USES (Uses) 

(target compd.; prepn. of ureidothiazole derivs. as antitumor 
agents ) 

IT 267431-26-5, II- (ii-Is opropyl-1, 3-thia zol-2-yl* -IV - (2- 
:.it rophenyl ) urea 
;-l: PCT iPf aotant ) 

(ivtarunq material; prepn. of ureidothiazole derivs. as 
antitumor agents) 
PIT J074 21-2';- 1 ' HCAPLUS 

Ctl urea, II- [!:■-( 1-met.hyiethyl ; - 2-thia zolyl ] -N '- ; 2-nitr ^phenyl ) - (9CI) (CA 

hide:-: name) 



o 

II 

NH - 0 NH 

3 

' I' ll 

i-Pr 

FE.CNT I'-- 
FE 

(3) C-ba A;it iengese i.lscnaft ; CH 4 51156 A HCAPLUS 

[■;) H-.f, H; ARENEIIIITTEL FORSCHUNG DRUG RESEARCH 1937, V37(3), P306 HCAPLUS 
(o) Hermann, 2; EP 0928790 A 1999 HCAPLUS 
ih) Ic:i Lid; FP 225200* A 1975 HCAPLUS 
(H) M-.iv & Baker Ltd; DE 2040533 A 1971 HCAPLUS 
ALL C:TAT;oN3 AVAILABLE IN THE RE FORMAT 

126 ANSWER 3 f F * HCAPLUS COPYRIGHT 2 001 ACS 
All 1999::: 11 2.1 HCAPLUS 
III 13 2: -'.56 9 5 

TI Preparation of carbon substitute i aminothia z Die inhibitors of 

cyclin det-sn i-m" kinases 
J:i Rawlins, Davri &.; Kimball, S. David; Misra, Raj N . ; Kim, Kyoung S . ; 

Webster, Kevin R. 
PA H-ristol-Myer s Squibb Company, USA 
SO POT Int . App. . ,• 7 0 pp . 

CODE! I: FIXXD2 
DT Patent 
LA English 
FAN. C NT 1 

PATENT NO KIND DATE APPLI 2ATION NO. DATE 



PI WO 9h>S&64 Al 19991223 WO 1999-US13034 19990611 <-- 

W: AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, 
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PF 

L I./ 


EE, 


ES, FI, 


GB, GD, 


GE, 


GH, GM, 


HR, 


HU, 


ID, 


IL, IN, 


IS, 


JP, 


FE, 


KG, 


t;p, fr, 


FZ, LC, 


LP', 


LR, LS, 


LT, 


LU, 


LV, 


MD, MG, 


MK, 


MN, 


i -w , 


MX , 


NO, MZ, 


Mj, pt, 

* 1 J / LA/ 


RO, 


RU, SD, 


SE, 


SG, 


SI, 


SK, SL, 


TJ, 


TM, 


TP 
1 r. , 


1 - / 


UA, UG, 


l 1 3 , VN , 


yu. 


ZA, ZW, 


AM, 




BY, 


KG, KZ, 


MD, 


RU, 


T T 


TM 

1 Li 






















FW: GH, 


3M, 


p;e, ls, 


MW, SD, 


SL, 


SZ, UG, 


ZW, 


AT, 


BE, 


CH, CY, 


DE, 


DK, 


" o 


FI, 


FP, GB, 


GR, IE, 


:t, 


LU, MC, 


NL, 


PT, 


SE, 


BF, BJ, 


CF, 


CG, 


CI, 


CM, 


GA, GN, 


GW, ML, 


MF, 


ME, SN, 


TD, 


TG 










994 4 31 1 




Al 


2k M00105 




AU 1999-44311 




199 90611 






1C 87 9 : 




Al 


2:'-,H0404 




EP 1999-9 


27401 


19 9 90 611 






F: AT, 


BE, 


GH, DE, 


L>F, ES, 


FI-., 


GB, GR, 


IT, 


LI, 


LU, 


NL, SE, 


MC, 


PT, 



:e, fi 

PRAI US 1998-^9747 P 1^80618 

WO 1999-US13034 W 1^99Cbll 
OS MAF PAT 132:35 695 



F.l 



:och --■ 



o 

Eu-t 

N II 



AB The title compels. [I; Rl = F2, COR3, CONH2, etc.; R2 = alkyl, cycloalkyl, 
het erocyolcalkyl, etc.; F3 = H, alkyl, cycloal '<yl , etc.; A = 
(GR7P.3)m;CP.5R0) nR4 (wherein n - 0-2; m = 1-2 bat both n and m cannot be 
2), (CR7R8 ) j Y (CR5R6) iF4 (i, j = 0-1 but cannot both be 1; Y = 
(an) substituted alkene, alkyne, any 2 adjacent carbon atoms of a 
cycl. .alkyl cr cy slohet er :■ al kyl ring of 3-7 atoms); R4 = alkyl, cycloalkyl, 
heterDcycloalkyl, etc.; P5-F.3 =H, alkyl, cycloalkyl, etc.], protein 
kinase inhibitors (no data) which are useful in the treatment of 
proliferative diseases, for example, cancer, 

inflammation, and arthritis, and also in the treatment of Alzneimer ' s 
disease, and cardiovascular disease, were prepd. E.g., a multi-step 
synthesis of ;E)-II, starting with 2-aminothiazol-5-ylcarboxalde.nyde, was 
given . 

IT 252660-60-9P 252660-61-0P 252660-82-5P 
252661-05-5P 252661-06-6P 252661-07-7P 
252661-08-8P 252661-09-9P 252661-10-2P 
252661-11-3P 252661-12-4P 252661-13-5P 
252661-14-6P 252661-15-7P 252661-16-8P 
252661-17-9P 252661-18-0P 252661-19-1P 
252661-20-4P 252661-21-5P 252661-22-6P 
252661-23-7P 252661-24-8P 252661-25-9P 
252661-26-0P 252661-27-1P 252661-28-2P 
252661-29-3P 252661-31-7P 252661-32-8P 
252661-33-9P 252661-35-1P 252661-36-2P 
252661-37-3P 252661-38-4P 252661-39-5P 
252661-40-8P 252661-41-9P 252661-42-0P 
252661-43-1P 252661-44-2P 252661-45-3P 
252661-46-4P 252661-48-6P 252661-49-7P 
252661-54-4P 252661-55-5P 252661-56-6P 
252661-62-4P 252661-63-5P 252661-69-1P 

252661- 70-4P 252661-71-5P 252661-97-5P 

252662- 14-9P 252662-16-1P 

PL: BAG (Biological activity or effector, except adverse); SEN (Synthetic 
preparation'; THU ( Thei aj eut ic use); BIGL (Bic logical study); PPEP 
■ Preparation) ; USES (Uses) 

(crepn. of carbon out .: t ituted aminothiazole inhibitors of cyclm 
dependent kinases) 
IT 252660-60-9P 

PL: BAG (Biological activity or effector, except adverse); SPN .Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PPEP 
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(Preparation); USES (Uses) 

(prepn. of carbon substituted aminothi a zole inhibitors of cyclin 
dependent, kinases) 
RN 252 660-60-9 HCAPLUS 

CN Vr*a, N- (2, 6-dif lu:>roohenyl ) -N 1 - [ 5- [ ( 1 E } -2- [ 5- ( 1 , 1- iimethylethyl ) -2- 
c»:azolyl]ethenyl]-2-thiazolyi: - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



F 



1:11 



N 
H 



t-Bu 



RE.CNT 1 
RE 

(1) Bob-era; US -1782162 A 1988 HCAELUS 

L26 ANSWER 4 OF t HCAPLUS COPYFIGHT 2001 ACS 
AN 1998:776672 HCAPLUS 
DN 130:? 828 4 

TT Preparation of urea derivatives as raf kinase inhibitors 

IN W-od, Jill S.; Wild, Hannc ; Fcgers , Daniel H.; Lyons, John; Katz, Michael 
E.; Caringal, Yolar.da V.; Dally, Robert; Lee, Wendy; Smith, Rcger A.; 
Blum, Chen L. 

PA Bayei Coif., USA; Onyx Pharmaceuticals; et al . 

SO PCT Int. Appi . , 53 pp. 
CODEK: PI XX D 2 

DT Patent 

LA English 

FAN.CNT 1 



PI 



TENT NC'. 




KIND 


DATE 




APPLICATION NO. 


DATE 






9\: 525^ 9 




Al 




1 9 98112 6 




WC 


1998-US10G76 


199805: 1 






W : T\L , 




AT, 


AU, 


AZ, PA, 


BB, 


BG, 


BR, 


BY, 


CA, CH, 


CN, CU, 


oz, 


DE, 


DK, 


EE, 


ES, 


FI, 


OB, GE, 


GH, 


GM, 


GW, 


HU, 


ID, IL, 


IS, JF, 


r'E, 


KG, 


KP, 




KZ, 


LC, 


LF, LP, 


LS, 


LT, 


LU, 


LV, 


MC 1 , MG, 


mf, mi:, 


MW, 


MX, 


NO, 


nr., 


PL, 


PT, 


PO, PU, 


SL-, 


SE, 


SG, 


SI, 


SK, SL, 


TC, TM, 


TP, 


TT, 


UA, 


MG, 


US, 


uz, 


VN, YU, 


ZW, 


AM, 


AZ, 


BY, 


KG, KZ, 


MP, RU, 


* ij / 


TM 


PW: GH, 


GM, 


KF, 


LS , 


MW, f-D, 


SZ, 


UG, 


:;w, 


AT, 


BE, CH, 


CY, DE, 


i)K, 


ES, 


FI, 


FP, 


GB, 


GR, 


IE, IT, 


LU, 


MC, 


NL, 


PT, 


SE, BF, 


BJ, CF, 


0G, 


CI, 


CM, 


GA, 


GN, 


ML, 


MF., HE, 


SN, 


TD, 


TG 












9\ 75855 




Al 


l'«'<812 11 




AU 1998-75855 


19'*805: 1 






> 9 '-638 2 




Al 


2Ci:00322 




EP L998-923601 


19980521 






AT, 


PF, 


CH, 


DE, 


L ES, 


FP, 


GB, 


GP, 


::t, 


LI, LU, 


NL, SE, 


MC, 


PT, 


IF, 



























PRAI US 1^97-86302": 1^70523 
WO 1 «&8-US10376 19J80521 

AB Substituted area compis., useful for treating tumors mediated by 

raf kinase (no data), were prepd. E.g., reaction of Me khiog .ycolate and 
2 -chloro-4-met hyl-2 1 penteneni t rile gave 16% of the 3-aminothi ophene 
denv., which was rea:ted witn 4-MeC6H4N20 to give Me 5-i sopropyl-3- { 3-p- 
t olylureido) *:hiopnene-2-carboxylate . 

IT 216589-90-1P 

PL: BAC (BioLogical activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
( Preparation j ; USES (Uses) 
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(prepn. of urea derivs . as raf kinase inn., biter s ) 
IT 216589-90-1P 

FL: BAO (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (B-oloqi:al stuiy); PREP 
[Preparation); USES (Uses- 

(prepn. of urea derive, as raf kinase inhibitors) 
FN 20 65 90-1 HCAPLUS 

CU ■/-Thiophonecarboxvlic acid, 5-(l, 1-dimet hylet hyl ) - 3 - [ [ [ ( 5 -met nyl-2- 

i-hiaznlyl ; amino] carbonyl ! amin j] - , methyl est-r (901) (CA INDEX N.AME) 



0 



C OMe 



i;h c nh 



Me 



Ru-t 



RE.CNT 3 
F.E 

(1) Freed; US 5597719 A 1997 HCAPLUS 

{2) Kleeir.jnn; EP 676395 A2 199*'. HCAPLUS 

C-i) Suqen Inc; WO 96/40673 Al 1996, V87 HCAPLUS 

L26 ANSWER 5 OF 3 HCAPLUS COPYRIGHT 2001 ACS 
All 1997:7 17901 HCAPLUS 
DN l::8::>:-30 

TI Preparation of arylreas and related compounds as ir.hibitcrs oi 

inosine 9 ' -monophosphate dehydrogenase. 
IN Armi.^ead, David K. ; Badia, Michael C; Bemis, G„y W.; Bethiel, Fandy S . ; 

Fran*., Catharine A.; Novak, Perry M . ; Ronkin, Steven M. ; Sauncer?, Jeffrey 

O. 

PA Vortex Pharmaceuticals Inc., USA 
SO POT Int. Appl. , 93 p.p. 

CODE!!: P1XXD2 
DT Pi tent 
LA English 
FAN.CNT 2 

PATENT NO. FIND E'ATE APPLICATION NO. DATE 



PI 


WO 


<ouoo;.e 




a: 




1 9 9710 20 




WO 1997-US06: 3 


1997 04. 1 




DE, 


W: AL, 


AM, 


AT, 


AU, 


AZ, PA, 


BB, 


BG, BR, BY, CA, CH, 


CN, 


C", 








EE, 


ES, 


FI, 


22-, OF, 


GH, 


HU, IL, IS, CP, KE, 


FC, KI-, 


KR, 


Kij , 






:.c, 


LF, 


LR, 


LS, 


IT, in, 


LV, 


MD, MG, MK, ON, MW, 


OX, II", 


N2, 


PL, 






: r r 


RO, 


RO, 


SD, 


se, so, 


SI, 


SK, TJ, CM, OR, TT, 


ua, uo, 


03,, 


VN, 






YU, 


At*, 


AZ, 


BY, 


FO, YZ, 


MD, 


RU, TJ, TM 












PU: CH, 


FX, 


LS, 


MW, 


SD, S3, 


UG, 


AT, BE, CH, 2E, DK, 


F.S, FI, 


FR, 


GB, 






OR, 


:e, 


IT, 


LU, 


RC, NL, 


FT, 


SE, BF, BJ, OF, CG, 


c::, ex, 


OA, 


GN, 






ML, 


MR, 


NE, 


SN, 


TO, TO 






19960423 








US 


!j. J ' 7876 




A 




:99Ei0915 




US 199 6- 63 63*51 








us 






A 




2'tO:0()4.'5 




US 1997-832165 


1'V.-O?04m2 








AU 


67 -.5 




a: 




199711 12 




AU 1997-26735 


10-07 04 21 








At 3 






B. 


j 


2620 0°: '7 














EP 


-'-762 




Al 


1 -9903.4 




EP 1997-918759 


1997 04 21 








R: AT, 


BE, 


CH, 


DE, 


OF, E3, 


FF, 


GB, GR, IT, LI, LU, 


:o Jf SE, 


MS, 


PT, 






:e, 


•> - / 


LT, 


<LV, 


YZ, I- .0 














BP. 


^.■■iB7 "05 




A 




1 <9 9i>- 1 3 




BF. 19')7-8735 


1 )970421 








NO 


:*F>191 ' 




A 




i - one. 3 




NO 1938-4 917 


1 J981022 






PRAI 


US 


!<-<■■* 6- 6 j6 


3 o 1 


A 




1 0+604.3 














US 


1( , - )7 - -;:)17H0 


A 




1 <97 J 3 1.4 














us 


l997-b32 


165 


A 




1^970^92 














W J 


1997-US6623 


W 




1 6)70421 
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OS MAP PAT 12 3:368 0 

AB ANH PNHB [A = ; substituted) alkyl, alkenyl, alkynyl; B = (unsatd.) 

(substituted) mono- or bicyclic ring contg. . ltoreq.4 heteroatoms; D - CO, 
C5, WJ], wee-; prepd. Thus, 4 -( 5-oxazolyl ) aniline and PhCH2NCO were 
stirrea overnight in CH2C12 to give N-benzyl-N * - [ 4 - ( 5- 

oxazol yl) pnenyl] urea. Several title conpds . inhibited IMPDH with Ki = 
0.0j- c .-'.: nM. 
IT 198820-15-4 

F.L: BAiJ (3iological activity Dr effector, except adverse); THU 
I Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(pr"~pn. of arylreas and related cornpds . as inhibitors of IMP 
denydrogen ise ) 
IT 198820-15-4 

FX: BAG (Biological activity or effector, except adverse); THU 
■Therapeutic use); BIOL {Biological study); USES (Uses) 

:prepn. of arylreas and related cornpds. as inhibitors of IMP 
denydrogenase) 
RN ] 9.- 820- 15-4 HCAPLUS 

CN Urea, N- ( 5-methyl-2-thiazolyl ) -N '- M- ( 5-oxaz Dlyl ) phenyl ] - (9CI) (CA INDEX 
NAME ) 



NH 



NH 



Me 



L26 
AN 
DN 
TI 

AU 

CS 
SO 

DT 
LA 
AB 



HCAPLUS 
HCAPLUS 



COPYRIGHT 2001 AjS 



IT 



IT 



PN 
CN 



Johnston, Thomas P.; Mayo, Joseph 
Birmingham, Ala., USA 



ANSWER 6 OF 
1977 : 504 94 
86: 504 94 

Inhibition of solid tumors by nitrosoureas. 1. Lewis 
Ijng carcinoma 

M untg ornery , J 1 Dhn A.; McCaleb, George S. 
G,; Laster, W. Russell, Jr. 
Kettering-Meyer Lab., South. Res. Inst. 
J. Med. Chem. (1977), 20(2), 291-5 
CODEK: JMCMAF 
Journa 1 
Engl:, sr. 

Tne utility of the Lewis lung carcinoma as a secondary screen 

£-r the evaluation of nitrosoureas as anticancer agents was 

assessed. The activity of this series cf ccmpds. was detd. against both 

tne early (before metastasis) and late (after metastasis 

) fcrrrs of the disease. Althouah some exceptions were noted, cornpds. most 
active against the ear.y form of the disease were most active against the 
established tumor. A differentiation in activity based on the 
Lewis lunc* system was evident with nitrosoureas equally active against 
leukemia L1210, although the significance of this differentiation with 
respect to the human disease has not yet been established. 
33024-33-8 

PL: BAG (Biological activity or effector, 
(Biological study) 

(neoplasm inhibiting activity cf i 
33024-33-8 

FX: BAG (Biological activity or effector, except adverse i; BIOL 
(Pioiogical study) ' 

■neoplasm inhibiting activity of) 
330 2 A -3 3- 3 HCAPLUS 

Urea, N- (2-^hloroethyl) -N-nitroso-N 1 - (5-nitro-2-thiazolyl) - (9CI) (CA 
INC EX NAME) 



except adverse;; BIOL 
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0 NO 



NH C N CH2 CH2C1 



L2 6 
All 

d:i 
t: 

IN 
PA 
SO 

DT 
LA 



ANSWER 7 oF H HCAPLUS COFYPIGHT 2001 ACS 
1973:5264 -6 HCAPLUS 
79:12 64 ^! 

Pharmaceutical 2-amino-4 -a 1 yl -5-thiuzolecarboxylic acid derivatives 
Manghis:, EI30; Salimbeni, Aldo; Fregnan, Giancarlo 
IstLtuto Luso Far ma eo d' It alia S . r . 1 . 
Gur. Of fen. , 20 pp. 

coden: gw::xb:< 

latent. 
German 



FAN . CUT 












C ATE 




I-ATENT N(.». 


KIND 


DATE 


APPLICATION NO. 




PI RE 


230 92!:- 1 


Al 


1^7 30 HO 6 


DE 


197 3-2 ' 0 9251 


197302 


24 


Z-A 


7 30120:* 


A 


19740327 


ZA 


197 3-120? 


197302 


:0 


AC 
BE 


7 392407 


Al 


197 4 0822 


AU 


1973-5J467 


197302 


-. 1 


7 'h9 >i 1 7 


Al 


1973C618 


BE 


1^73-1^8061 


197302 


23 


NO 
U3 


^30 0 528 


A 


197 30828 


NL 


1973-2528 


197 303 


23 


• 93 3833 


A 


197 00: 20 


US 


1973-3 352 5 5 


197 302 


2 3 


EC 


4K5'i52 


Al 


197 60b i"H 


ES 


197 3-4 12 0 52 


197302 


2 4 


FR 


J1S17.M 


Al 


19731207 


FR 


1973-^736 


1 97 302 


2 6 


.JP 


4 8097*68 


A2 


19731213 


JP 


1973-2227 3 


1 97302 


2 6 


•TP 


010 I 2 63 0 


B4 


197 ,-.04 21 










GB 


142 l O'"'5 


A 


197i" 02 !.8 


GB 


1973-9382 


] 97302 


2 6 


CA 


1(10 - 1 3 2 5 


Al 


19770 308 


CA 


197 3-1 6 1 5 90 


197 3 0: 


2 6 


PFAI LT 


1.97 2 -21 08 6 




1^7/0225 










IT 


! 97 0231 




197 ; 0 20 9 










1: t 


i.972-20231 




197. 0209 











GI 
AB 



"or diagram (s) 
li.n>";te*-n thiazoles (I; n 
= H, Er, A'.: , CONHPb, Ph, 



ee printed CA Issue. 

:=■■ 1 or 2; R = H, 
or- 2, 6-C1.2C6H3; 



IT 



IT 



RN 

CN 



CI, F, or OMe; RI - H or Et; R2 
R'i = OH, OEt, or NHCH2CH2NEt2) 
were pierxi. from 4 -RC6H4 OO^HBr { CH2 } nCOR3 by reaction with H2NCSNR1R2 or by 
rea :tion" with H2NC ( 3 ) OEt and subsequent chiorination and reaction with 
:OF2im,"' irorr I (R3 = OEt: by sapon. or reaction with Et 2N0:H2CH2NH2 , or 
iron I (Rl = R2 - H) hy ac-tylation or reaction with PhNCO. Six I had 
mt 1 mi larruaatory, antipyre~i:, antitussive, analgesic, and 
antitumor activity in anim-.ls and LD50 43 to >10j0 and 233 tc 
>5000 -'.g/kg i.p. ard orally in mi:e, resp. 
49780-01-OP 49780-06-5P 

PL: SFN (Synthetic preparation) ; PREP (Preparation) 

(prr-pn. cf) 
49780-01-OP 

t : L: CFN (Syrithetic preparation) 

(pr-pn. cf) 
i 97 80-:'' 1-0 HCAPLUS 

5-Tniazoleacetic acid, 4- ( 4 -chlorophenyl ) -2- [ [ f phenylamino ) carbonyl ] ammo] 
(901) (CA INDEX NAME ) 



PREP (Preparation) 



gerstl - 09 / 807962 



Page 15 



0 

PhNH C NH N 

R 

S 

CH2 C02H 



F 



L2 6 ANSWER 8 OF & HCAPLUS COPYRIGHT 2D01 ACS 
AN 1971:476213 HCAPLUS 
DN 7S: 76218 

TI Synthesis of potential anticancer agents. 38. N-nitrosoureas . 

4. Further synthesis and evaluation of haloethyl derivatives 
A:; Johnston, Thomas P.; McCaler, George S.; Opliger, Pamela S.; Laster, W. 

Russell; Montgomery, John A. 
C3 Fettering-Meyei' Lab., South. Res. Inst., Birmingham, Ala., USA 
SO J. Med. Chem. (1971), 14(7), 600-14 

C( )DEN : JMCHAR 
DT Journal 
LA English 

GI For diagram (?), see printed CA Issue. 

AB N- (2-Haloetnyl ) -N-nitrosoureas (I), prepd. by nitrosation of the 
corresponding 2-haloethylureas , were tested for anticancer 
activity against both i.p. and int racerebrally inoculated marine leukemia 
L1210. The ohemotherapeutic indices, ED50/LD10 and ED99/LD10, were 
compared with those of 1 , 3-bis ( 2-chloroethyl ) -1-nitrosourea (II) and 
1 - (2-chlor'j ethyl ■ - 3-cyclohexyl- 1-nitrosourea ( III } . 1- ( 2-Fluoroethyl ) -1- 
nitroso- 3- ( tetrahydro-2H- thiopyran- 4 -yl ) urea S, S-dioxide, 
1 - (2-f luoroethyl ) -l-nitroso-3- ( t et rahydro-2H-thiopyran-4 -yl ) urea and 
3- ( <l-acet.o>:yoy olohexyl ) -1- (2-chlorcethyl } -1-nitrosourea were equipotent as 
the rei. c"»mpds. 

IT 3311-98-6P 33024-33-8P 
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